detector. With N-trifluoroacetyl-L-leucyl chloride as chiral reagent, the diastereomeric derivatives of the nortilidine enantiomers could be separated and quantified in the nanogram range. Under these conditions, the enantiomers of bisnortilidine, another main metabolite of tilidine, were also separated.
Investigations in rats with the enantiomers of tilidine and nortilidine indicated that no racemization occurs during N-demethylation in the organism. After oral and intravenous administration of 50 mg of tilidine#{149}HCI to a human volunteer, identical concentrations of nortilidine enantiomers were found in the plasma. 
DL-trans
-2-dimethylamino-1-phenylcyclohex-3-ene-trans -1 -carboxylate-HC1; Valoron) ' is a potent analgesic, the dextrorotatory form of which (1R,2S) is pharmacologically active2 (1) . 
Materials and Methods

Reagents
All reagents were of analytical-grade purity and were used without further purification. 
Chromatographic Parameters
Column:
with 3% 0V25 on Gas Chrom Q (80-100 mesh; WGA, D#{252}sseldorf, Germany).
Temperature settings:
Injection port 250 #{176}C, outlet manifold 250 #{176}C, column oven 220 #{176}C, the duo-dial knob of the temperature control unit of the nitrogen detector was set at 650. for estimation of (+)-or (-)-nortilidine in plasma described above. Figure  1 (-) indicate N-TFA-dlastereomerlc derivatives of bisnortilidine enantlomers.
St., Internal
standard lyzing bisnortilidine, only the peak ratio of (+) to (-) form can be established.
The retention times for the derivatives of the enantiomers of bisnortilidine were allocated, as after administration of (+)-or (-)-tilidine to rats only one peak attributable to this metabolite was The retention times of the L-leucylamide derivatives are represented in Table  1 .
Concentrations of Nortilidine Enantiomers in
Plasma of Rats and Man
The results of the nortilidine plasma concentrations in rats after oral and intravenous administration of the racemate as well as the individual enantiomers of tilidine-HC1 and nortilidine are presented in Table 2 . After administration of the racemates, the enantiomers of nortilidine were found in similar proportions. With administration of the individual enantiomers, only the enantiomer of the corresponding nortilidine was observed, indicating that no racemization occurs in the organism during N-demethylation of the optical isomers of tilidine and nortilidine. Typical chromatograms are shown in Figure  3 A and B and Figure  4 A. 
